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EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

1 . The application has been amended as follows. 
The specification amended as follows. 

Replace the abstract with the attached abstract on a separate sheet of paper. 
The claims are amended as follows. 

2-4. (canceled) 
7-11. (canceled) 
14-21. (canceled) 

22. (currently amended) The peptide according to claim 1 wherein the Tyr [[of loop 1]] has 

been replaced with MeY and/or the Leu [[of loop 1]] is replaced with Hie or Nle. 

25-26. (canceled) 

31. (canceled) 

33-35. (canceled) 

37. (canceled) 

42. (canceled) 

44. (canceled) 

46. (canceled) 

48. (canceled) 

50-53. (canceled) 

55. (currently amended) The peptide according to claim 1, 5 or 6, wherein Xaa5 is selected 
from the group consisting of His, Arg, Trp, Nal, and Glu [[and a deletion]]. 
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57. (currently amended) The peptide according to claim 1, 5 or 6, wherein Xaa6 is selected 
from the group consisting of Hyp, Pro, Ala, Tic, Pip, MeY, DMD, Phe, THZ, Glu, Nle, and Tyr 
[[and a deletion]]. 

Authorization for this Examiner's Amendment was given by telephone by Applicants' 
agent, Ms. Xiaochun Zhu, on June 5, 2008. 

2. The following is an examiner's statement of reasons for allowance. The prior art does 
not teach or suggest the claimed polypeptides, SEQ ID NO:3 and SEQ ID NO:5. As previously 
discussed, the closest prior art is Mcintosh et al. (US 6,767,896 B1 ) and Olivera et al. (US 
2003/0109670 A1). Mcintosh et al. disclose compositions comprising the conotoxin 
polypeptides Marl (SEQ ID NOS:2 and 12, mature form and precursor form, respectively) and 
Q818 (SEQ ID NOS:5 and 14, mature form and precursor form, respectively), which comprise 
the sequence of Applicants' SEQ ID NO:3- CCGYKLCXXC (see col. 6, lines 57-62; col. 10, line 
66, to col. 15, line 54; col. 20, Table 1; and col. 22, Table 2). Mature Marl of Mcintosh et al. is a 
version of their SEQ ID NO:2 in which Xaa1 is Y, Xaa2 is K and Xaa3 is hydroxy-P. Instantly 
claimed SEQ ID NO:5 differs from Marl in that the N-terminal amino acid is E, vs. the N of 
Marl . But, the claims now recite that Marl is excluded from the set of claimed polypeptides, 
and the reference does not suggest replacing the N with E. As these two amino acids differ in 
charge, this change to the polypeptide sequence might alter the functional properties of the 
polypeptide. This change has effects that cannot be predicted. Applicants have explained on 
the record that the following three polypeptides are identical: MrIA (instant SEQ ID NO:1), Marl 
and Mr1.1. 

Mcintosh et al. also disclose the polypeptides of their SEQ ID NO:3, which are 
polypeptides of 12 amino acids that comprise instant SEQ ID NO:3 (see col. 4, lines 1-42). The 
Mar2 polypeptide, one of the set of polypeptides of SEQ ID NO:3 in which Xaa1 is Y, Xaa2 is K 
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and Xaa3 is hydroxy-P, is a fragment of Applicants' SEQ ID NO:5 and is instantly claimed SEQ 
ID NO:5 minus the N-terminal E. Thus Marl and Mar2 differ by one amino acid, Marl having an 
extra N at the N terminus. 

Mature Q818 of Mcintosh et al., is a version of their SEQ ID NO:5 in which Xaa1 is Y, 
Xaa2 is K and Xaa3 is hydroxy-P. Instantly claimed SEQ ID NO:3 differs from mature Q818 in 
that mature Q818 has one extra amino acid at the N terminus, an A residue. But, the reference 
does not suggest adding an A to the N-terminus of the polypeptide of instant SEQ ID NO:3. 

As also previously discussed, Olivera et al. (US 2003/0109670 A1) disclose a 
composition comprising the conotoxin polypeptide Mr1.1 (SEQ ID NOS:345-346), which 
comprises the sequence of Applicants' SEQ ID NO:3- CCGYKLCXXC (see p. 33 and p. 41, 
Table 5; and paragraphs 3, 5, 6, 9, 11, 23, 24 and 48-56). Olivera et al. also disclose SEQ ID 
NOS:352-353, a toxin polypeptide of 12 amino acids that comprises the polypeptide of instant 
SEQ ID NO:3 (see pp. 33, 147 and 148). 

But, the claims have been amended to exclude the polypeptides MrIA (instant SEQ ID 
NO:1 ) and Au1 .4 , which are disclosed in the prior art. As noted above, Applicants have 
explained on the record that the following three polypeptides are identical: MrIA, Marl and 
Mr1 .1 and that SEQ ID NOS:352-353 of Olivera et al. are Au1 .4 and chemical derivatives 
thereof. 

Regarding the added limitation of the disulfide bonding, this limitation does not serve to 
define the claimed invention over the prior art, because, as previously discussed, Mcintosh et al. 
disclose that all of their x-conotoxins have the C1 - C4 and C2 - C3 disulfide bonding. The 
positions of the C's in the amino sequence determine the disulfide linkages and, therefore, the 
tertiary structure of the peptide (see Example 3, cols. 17-18; and col. 21, line 14, to col. 22, line 
1 1 ). This disulfide bonding pattern corresponds to that now recited in the instant claims. 
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3. Any comments considered necessary by applicant must be submitted no later than the 
payment of the issue fee and, to avoid processing delays, should preferably accompany the 
issue fee. Such submissions should be clearly labeled "Comments on Statement of Reasons 
for Allowance." 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Rosanne Kosson whose telephone number is (571)272-2923. The 
examiner can normally be reached on Monday-Friday, 8:30-6:00, alternate Mondays off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Nashaat Nashed can be reached on 571-272-0934. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published applications 

may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 

applications is available through Private PAIR only. For more information about the PAIR 

system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 

PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you 

would like assistance from a USPTO Customer Service Representative or access to the 

automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Rosanne Kosson 
Examiner, Art Unit 1652 

rk/2008-06-17 

/Rebecca E. Prouty/ 
Primary Examiner, 
Art Unit 1652 
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Abstract 



An isolated, synthetic or recombinant X-conotoxin peptide having the ability to inhibit neuronal 
amine transporter comprising the following sequence of amino acids: Cys Cys Gly Tyr 
Lys Leu Cys Xaa5 Xaa6 Cys, SEQ ID NO:3, where Xaa5 and Xaa6 are independently absent or 
represent any amino acid residue except Cys; or a sequence in which Gly, Tyr, Lys or Leu are 
subject to conservative amino acid substitution or side chain modification with the proviso that 
the peptide is not MrIA, MrIB, Mar2, CMrVIA, Bn1.5, Mr1.3 or Au1.4; or a salt, ester, amide, 
prodrug or cyclised derivative thereof. 



